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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



International application No 
PCT/US03/ 17697 



L Basis of the report 

1 . With regard to the elements of the international application:* 
the international application as originally filed, 
the description: 

pages 1-102 as originally filed 

pages NONE , filed with the demand 

pages NONE , filed with the letter of 




the claims: 
pages 103-116 



pages NONE 



pages NONE 



pages NONE 



as originally filed 
, as amended (together with any statement) under Article 19 

, filed with the demand 

, filed with the letter of 



1~1 the drawings-, 
pages NONE 



pages NONE 



pages NONE 



_j as originally filed 

filed with the demand 
, filed with the letter of 



| | the sequence listing part of the description: 
pages NONE t as originally filed 



pages NONE 



pages NONE 



, filed with the demand 
, filed with the letter of 



2 With regard to the language, all the elements marked above were available or furnished to mis Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 
These elements were available or furnished to this Authority in the following language which is: 



the language of a translation furnished for the purposes of international search (under Rule23. 1(b)). 
the language of pubhcation of the international application (under Rule 48.3(b)). 

the language of the translation furnished for the purposes of international preliminary exaniination(under Rules 
55,2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
international prelirriinary exarriination was carried out on the basis of the sequence listing: 

[ contained in the international application in printed form. 

filed together with the international application in computer readable form, 
furnished subsequently to this Authority in written form. 
( ( furnished subsequently to this Authority in computer readable form. 

^] The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 

international application as filed has been furnished. 
□ The statement that the information recorded in computer readable form is identical to the written sequence Ustingj 
has been furnished 

4. 1 | The amendments have resulted in the cancellation of 



the description, pages NONE 
the claims , Nos. NONE 

, ( the drawings, sheets/fig NONE 

5. Q This report has been established as if (some of) the amendments had not been made, since they have been considered to go 

beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 
* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are rf erred to w 
this report as "originally filed" and are not annexed to this report since they do not contain amendments Rules 70.16 and 70.17). 
**Any replacement sheet containing s uch amendments must be referred to under item 1 and annexed to this report. 
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PCT/US03/ 17697 



_L Nop-estabiishment of o pinion with regard to novelty, inventive step and industrial applicability 

1. The question whether the clai med invention appears to be novel, to involve an inventive step (to be non-obvious), or 
to be industrially applicable have not been and will not be examined in respect of: 

| | the entire international application, 
claims Nos. 132-146 




because: 

| | the said international application, or the said claim Nos. _ 
~ " not require international preliminary examination (specify) . 



relate to the following subject matter which does! 



| | the description, claims or drawings (indicate particular elements below) or said claims Nos. 
that no meaningful opinion could be formed (specify): 



are so unclt 



| | the claims, or said claims Nos. 
opinion could be formed. 



are so inadequately supported by the description that no meaningful 



^ no international search report has been established for said claims Nos. 132-146 



2 A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide and/or amino acid 
sequence listing to comply with the standard provided for in Annex C of the Administrative Instructions: 

| | the written form has not been furnished or does not comply with the standard. 
| | the computer readable form has not been furnished or does not comply with the standard. 
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V, Reasoned statement under Rule <S6.2(a)(ii) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement . 



1. STATEMENT 



Novelty (N) 



Claims NONE 



Claims 1-131 and 147-178 



YES 
NO 



Inventive Step (IS) 



Claims NONE 



Claims 1-131 and 147-178 



.YES 
NO 



Industrial Applicability (IA) 



Claims 1-131 and 147-178 



Claims NONE 



YES 
NO 



2. CITATIONS AND EXPLANATIONS 

Claims 1-1 1 lack novelty under PCT Article 33(2) as being anticipated by Tomlinson (Endrocrinol. , May 2002, Vol. 143, pages 
1741-1747) or Nicholes (Am. J. Pathol. June 2002. Vol. 160. pages 2295-2307). 

Tomlinson and Nicholes described the mouse of the instant disclosure (human K5F19 operably linked to a myosin light chain 
promoter; page 1742 of Tomlinson, page 2296 of Nicholes, pg 91 of the instant disclosure). The mouse of Tomlinson and Nicholes 
inherently had the characteristic claimed because it has the same structure as the mouse described in the disclosure. 



Claims 1-131 and 141-148 lack novelty under PCT Article 33(2) as being anticipated by Botstein (US Pub. No. US 2002/0012961 
At, 31 January 2002). 

Botstein taught a mouse whose genome comprised DNA encoding human FGF-19 178), cells isolated from the mice 215), and 
using the mice to screen compounds (1 217). The cancer cells can be introduced into the mice (1 219), including hepatic carcinoma 
(1 60). 
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Certain observations on the i 



application 



The following observations on the clarity of the claims, description, and drawings or on the questions whether the claims 
are fully supported by the description, are made: 

Claims Ml are objected to as lacking clarity under PCT Rule 66\2(a)(v) because of the claims are not fully supported by the 
description. The description does not disclose the claimed invention in a manner sufficiently clear and complete for the claimed 
invention to be carried out by a person skilled in the art. 

The disclosure only describes how to use a transgenic mouse whose genome has DNA encoding FGF19 that has an increased 
likelihood of developing hepatic carcinoma as compared to a wild-type mouse. The state of the art was that it was not known how to 
stably incorporate a transgene into ES cells and obtain germline transmission in species other than mice. The disclosure does not 
teach how to make any transgenic m*™™! other than mice. The disclosure does not provide any correlative guidance between 
making transgenic mice and other mammalian species. If one of skill in the art could make other species of mammals, at was not 
predictable whether such species would have the same phenotype as the one found in mice. That is because it was unpredictable 
whether the phenotype obtained in mice could be obtained in other mammalian species. The disclosure does not provide any 
correlative guidance so that the ordinary artisan could obtain the results described with mice in other mammalian species. 



